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V»* 0 « '>* * W y\tm^n^\t^(DtUm^t £1% native u 
nfolded protein f a m i 1 y lzmi-& t ZtlX^2> 0 
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^ NA C (Non-amyloid £ component of Alz 
h e i me r' s disease amyloid) 1?*!), £ -> - h J&J&flB 
»#S^#^a6<H^*||«-c* ( 5^^$j 1 - c §^ 0 (ueda K 
, Fukushima H, Masliah E, X i a Y, I w a i A, 
Yoshimoto M, Otero DA, Kondo J, Ihara Y 
.Saitoh T. Proc. Natl Acad Sci U S A. 1 
993190 (23) : 1 1 2 8 2 -6. , Iwai A, Yoshimoto 
M, Ma s 1 i a h E, S a i t o h T. , B i o c h e m i s t r y . 
1995:34 (3 2) 110139-45., Han H, Weinreb 
PH, Lansbury PT Jr. C h em Biol. 1995 (3): 
16 3-9. ) 
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rtin, Karen Sitney, Paul Denis, Jean-Cl 
aude Louis, Jette Wypych, Anja Leona B 
iere, and Martin Citron, J. Biol. Chem. , 
1999;274:9843-9846. , Rochet J-C, Conwa 
y K. A, Lansbury P. T, Biochemistry (2000 
) 39, 10619-626., Conway K. A, Harper J.D 
, Lansbury P. T, Nature Medicine (1998) 4 
, 1 3 1 8- 1 3 2 0. , Li J. , Uversky V. N, Fink A. 
L, Biochemistry (2001) 40, 11604-613) „ Ltf» 
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L^H^i^ (TAKARA Mutan express Kmfcf) 0 
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K b g ->*^ w >jtfe?-o»D-^>y 

Kpnlt'f h b 4 >f-4 ><om&M^<Dl*3l*tEMi:- M 
%tsi.n\z7*f4yLtz~77<i~?>-*m^X, cDNA7'f/7V-Huma n 
Bone Ma r r o wl^ltP CR£frv\ l: h EJfea ->* * W >©fl| 
Jt»S7-***HL^o P CR©EJo*fN4D enature:95lC(lmin 
) , Anneal ing! 5 5 "C (lmin) , Extent ion:72°C ( 
lmin) X*3 P C R£**7#n-*^TMt&ikI&fctf» 

Wtziks *J-yf)-y\ h$-fflv>tDNA«U;o C^pGEM 
-TKy-7?u-~>yLt Zo ^(D-fy^^ KMIDH5 a-MCRCfl 
JE&U LB/7>tfvV> (100// g/ml) /I PTG (0. 5mM) / 
X-G a 1 (8 0// g/m 1 ) <D?V- MCT# y--t V? v a >£frofc 0 % 
htitzXVJ l«3n--^|t, r9^5K'*attiU DNAv-^x^© 
JWr £fr o fee <ry^H> offjK^T-OJf A* We § ;u K*# 
oan^-fcHtflgfcU #|fcBbfc7 p ?*$ KtNde I, Kp n I -?1MRB£ 

pTYBl/«- 8 yn*i»U 0 
PCR forward 7 0 7-fv- 

5' -CGC CAT AT G GAT G T A TTC ATG 

AAA GGA CTT TCA A A G G-3' 
PCR reverse 7°7^fv- 

5' -GGT ACC CTT GGC AAA GCA GGC 
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TTC AGG TTC G T A GTC TTG ATA— 3 ' 
[0 0 191 

[0 0 2 0] 

KK*tU NcoI^^'Pstlt^ b&7**f>f > 1^7*5 4 v>-£JBv>TP 

^tfcife, nc o i^iOTs t nzx^mmmmm^zxn^^mu mmz 

*ilL^Sffl^^-pTr c 9 9 AC7^-/3 >£-£p T r c 9 9 A/ 
« synS:MLfc. d<Z>7*5*$ KfcftU Hi ndl I I-Nde 
K p n I iM h fr-flM > Lfc7*5 -fv-^tPC R fcffv* „y^W> 
it^Sffi-fcjfllLfco lSl)t^TA?n-^^U:I, H i n d I I I 
IVKp n I Hi *MBlg*ffi'f&K i OSJ <9 tti Lmmimmitz^mmARi^? 

*-pKFl 9k^^-y 3 >^pKFl 9 k/« syn£*MDH5 

a Kmmmmmu mm-mmmwt, takara m u t a n . s u 

per Express Km* y b ZM^X a ? W ^itf^K^^A 

PCR forwar d7°5^v-l iNcoIW h fc^M > Ltzfy 4 
v — 

5' -CCA TGG AT G TAT TCA TGA A A G 
G AC TTT CAA AGG CCA-3' 

PCR reverse IPstlt'f V *T*f4 > Liz?? 4 

v — 

5' -CCT GCA GTA TTT CTT AGG CTT 
CAG GTT CGT AGT CTT G-3' 
PCR forward 7"9^v- 3 : H i nd I I I-Nd e It>f h*7 
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5' — CCAAGCTTCATAGGATGTATTCATGAAA 
GGACTTT-3* 

PCR reverse/^7-4:KpnIt'f h £tH?M > Lfc"/? >f 



5' -GGT ACC CTT GGC AAA GCA GGC 
TTC AGG TTC G T A GTC TTG A T A— 3 ' 

G68T 5' -CAAATGTTGGAACAGCAGTGGTGAC-3' 
G68V 5' — CAAATGTTGGAGTGGCAGTGGTGAC— 3' 
A69T 5' — GTTGGAGGAACAGTGGTGACGGG— 3' 
A69V 5' -GTTGGAGGAGTGGTGGTGACGGG-3' 
V70T 5* -GGAGGAGCAACAGTGACGGGTG 3' 
V70P 5' — GGAGGAGCACCTGTGACGGGTG 3' 
V70F 5' -GGAGGAGCATTTGTGACGGGTG— 3' 
V 7 0 T, V 7 1 T 

5' — CAAATGTTGGAGGAGCAACAACAACGGGTGTGA 
C AG AC AG— 3' 

T72V 5' — GAGCAGTGGTGGTGGGTGTGACAG— 3' 
[0 0 2 1] 

pKFl 9k/^H« s ynO^tlWifrNde IiiVKpn ICTMRSf 

> p T Y B 1 /JE* ff s y n 7°:/* 5 K**$ U M^il^i 

lDH5a-MCR(:fML/: 0 
[0 0 2 2] 

«D75^3tffiv», 4 5 0mlOL'B^Hfe (7 VfcTv V 1 0 0 ^ g 
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/ml) T3 7tU -Bjiit^tU:pTYBl/fI ff -syn^^^I 
WER 2 5 6 6 *7 7-*y?-tp<7)LBt£M (7L, x^V-;v (MM'J) 1 
ml, KfllttLfco i7l/-ya>7L/m i nT\ 3 7^^**401 

OD 6 0 0**0. 5-0. SKmLtzm^mStO. 3mM^^^ 

fco **LfcB#*jft^« (5 0 0 0 g, 4*C % 10*) till, Sfcfcfc 
h tLtzmVf* 0 . 8 5 % N a C 1 2 Hffifr Lfc 0 
[0 0 2 3] 

MM, m&LX&btltzmfe* 2 OmM Tris-HCl (pH8 
. 0), ImM EDTA, 5 OmM NaClCSI, 71/>f^^ (l 
10 MP a) -?m$LM<bfrM (2 0,. 0 0 OXg, 4*0, 3 0*) *frofc 0 
*?>*»i:«>2 OinM Tris-HCl (pH8. 0), ImM EDTA, 5 
0 OmM NaC 1 t¥MLtfeV^:Jff >*7A (volume IfilOm 
1) fc, ^<M£t#£*l£±^«L£o 2 OmM Tr i s-HC 1 ( 

pH8. 0), ImM EDTA, 1M NaCl, 0. l%Tween20£ 
*7A<D1 0f&JH£v\ 5Naf*W<*$rSfev»«Lfco «^T2 OmM Tr i 
s-HCl (pH7. 4) Sr3 Om l«t*9AOttji**Ttf, 2 OmM T 
ris-HCl (pH7. 4), 50 mM DTT£3 Om 1 iftLfcJRSlT, 4 
°CTiCl 6 i n t e i nOgfi«$*$^: 0 2 Om 

M Tris-HCl (pH7. 4) £ 3 Om 1 ifitU f§&*l7t^V?>£ 2 0 
mM Tr i s-HCl (pH7. 4) ^UH0I|f^ffv\ ftlfefc^itx 
SDS-PAGEKJ: *) »«©«B*fro;fco 
[0 0 2 4] 

CD*^? b/wcta a w ^oftjg&ftoffijRi 
»«^«y^^W>*ftl 00/i g/m 1 fc*&J:3£fI«L-C, 
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#®2 0 0 3 -2 0 2 6 9 9 /^->? 
«fttt3-9 0t:t\ fiv>iftK*&JHfc3t^ 15*C, 2 5t, 4 0*C, 60 

S«^tTV^^« ( 2 OmM Tris-HCl (pH7. 4), 5 0m 
M NaCl) S^WCDX^ h/l'fcSSLSIS, a >tf k\z 

* > t itm. i xmmmm s tix v^ c 

[0 0 2 5J 

- t*k J: ftftSSftoftji 
tt*$*L;fc« W>*»1 0 0^ g/m 1 K^J^cpigLT, 
fctCfcttSff W ><Dm&$tfk*2 0 M M^t79\£>T, ttz&5 0 M 

M8-7-';y-l-t7^^^>» (AN S) *iWx.f-*79tr>TO 
i^ttEx 4 4 0 nm, Em4 5 0-5 5 0nm, ANS^IiEx 3 8 0n 
m, Em4 0 0- 6 0 0 n mWf^/^^ ^iPJj^H i 0 |gg Lfc 0 a*Stftli 
3-9 0TCT\ fiv»«JK*»feJB[^3t;, 15^ 2 5 t), 4 0^ 60X:, 90 

*>7Afcilfl£U ZVj&mzmzm^ftai/XtrlrjyKfcfr*), ffi&Vt 
LX^Zmmm (2 OmM Tris-HCl (pH7. 4), 50mM Na 

[0 0 2 6] 
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2 0 3 0 1 1 7 0 1 3 9 
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